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Dockets Management Branch (HFA-305) 
Food and Drug Administration, 
5630 Fishers Lane, rm. 1061, 
Rockville, 
MD 20852 

Dublin, 8th December 2000 

Dear Sir or Madam, 

Tibotec Pharmaceuticals ltd. 
Blanchardstown Corporate Pork 

Blonchatdrtown, Dublin 15 
Ireland 

Tel. + 353 1 820 81 14 
Fox + 353 I 820 80 82 

Re: Guidance for industry, Botanical Drug Products - Comments 
Docket No. OOD-1392, CDER 97113 

On behalf of TIBOTEC, I wish to provide you with comments on the draft Guidance for 
Industry, Botanical Drug Products, of August 2000. 

Introduction 

TIBOTEC is an emerging, globally oriented pharmaceutical company, focused on discovering 
and developing superior pharmaceuticals for unmet medical needs. The scientific background 
of the company lies in the field of HIV infection and AIDS, infectious diseases (e.g. 
Leishmaniasis and tuberculosis), cancer and Alzheimer’s disease. 

TIBOTEC’s headquarters and European R&D centre are located in Mechelen, Belgium. The 
US R&D laboratory, TIBOTEC, Inc., is located in Rockville, Maryland, USA. TIBOTEC’s 
commercial activities are coordinated through TIBOTEC Pharmaceuticals Ltd., located in 
Dublin, Ireland. TIBOTEC Group NV was founded in 1994 by Rudi Pauwels, PhD, and 
Carine Claeys, pharmacist, with the objective of performing drug discovery and pre-clinical 
drug profiling in the focus areas. Paul Stoffels, MD, joined in 1997, when the target was 
extended to the establishment of an integrated pharmaceutical company. Dr. Pauwels authored 
the first paper describing the non-nucleoside HIV Reverse Transcriptase inhibitors (TIBO- 
compounds; Natwe 1990). 

TIBOTEC leverages intensive R&D efforts in AIDS drug discovery, resistance biology, and 
drug discovery technologies, such as ultra high-throughput screening, structure-based drug 
design and bio-informatics. The company has combined automation with intelligent image 
analysis methods to enable high-content screening of chemical libraries in cellular assays 
using a novel ultra high-throughput format. Drug discovery technologies, including structure- 
based drug design methods, are all aimed at increasing the speed and efficiency of target 
selection, assay design, and lead optimization. 

Comments 

In general, we are in agreement with the Guidance for Industry, Botanical Drug Products and 
we are pleased that such guidance is being drafted and will soon be available to industry. 
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Nevertheless, we would like to express our concerns regarding the terms ‘highly purified’ 
and ‘botanical drug substance’ as used throughout the document. In the annex to these 
comments is an example of a purified botanical drug substance, upon which our concerns are 
based. In our opinion, this mixture should be considered as a botanical. 

From the guidance, however, it is unclear given the level of purification as outlined in the 
annex, whether this botanical substance or mixture of substances is indeed considered a 
‘botanical’. More specifically, it is not clear if the unspecific term ‘. . or other similar 
process.’ (as used in the sentence beginning ‘It is prepared.. . .’ In the definition for a 
Botanical Drug Substance) would apply to purification techniques such as those outlined in 
the example. 

We therefore would like to see i%rther clarification of the terms ‘highly purified’ and 
‘botanical drug substance’ as used in this document with regard to specific stages and 
methods/techniques of processing. 

We hope that the Centre for Drug Evaluation and Research will find these comments use&l 
and consequently we hope to see them reflected in the final Guidance for Industry, Botanical 
Drug Products document. 

Please contact me should you require more information or clarification. 

Yours sincerely, 

Fiona McA&ew 
Regulatory AfTairs.Officer 

TIBOTEC Pharmaceuticals Ltd. 
Blanchardstown Corporate Park 
Blanchardstown, Dublin 15, 
Ireland. 
tel + 353 1 8208114 
fax + 353 1 8208082 
emad tiona. mcandrcw@tibotec.com 



ANNEX 

PURIFIED BOTANICAL DRUG (SUBSTANCE) 

1. 

2. 

2.1. 

2.2. 

2.3. 

INTRODUCTION 
The composition of a botanical drug may vary from very complex and poorly 
defined (an extract) to a (partially) defined purified extract using different 
purification techniques. 
The product referred to in the comment document is a purified botanical drug 
obtained by the process described in more detail below. 

PROCESS 
Basically the production process consists of 3 steps: 

0 solid-liquid extraction of plant leaves 
l liquid-liquid extraction and washing (purification) 
. additional purification 

The result of this process is a (partially) defined botanical extract. 

Entructim 

Dried and milled plant leaves are extracted with ethanol 70” by repeated 
maceration overnight and percolation, at a ratio plant material:alcohol of 1:5. 

Initial pririJicatiorl 

The cthanolic botanical extract is concentrated and purified by consecutive liquid- 
liquid extractions. These extractions facilitate the removal of lipid constituents 
(waterlihexane) and water-soluble components (wateributanol). The semi-purified 
botanical extract is obtained by precipitation in aceton and washing with other 
organic solvents. 

Purification 

The final purification is performed using one or more different purification 
techniques. 
Tannins are removed on a gel (Sephadex). 
Filtration on a reversed phase packing possibly removes more polar and/or more 
lipophylic fractions. 

Depending on the technique(s) used, a purified extract with a different 
composition can be obtained. The purified extract contains at least 6 identified 
active compounds and a matrix consisting of related compounds (unidentified but 
structurally related compounds) and other unknown compounds (such as 

inorganic salts). 
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